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Material- and Met&o& of the Qfe&ne Jnxplant S 
with Dow’Gmin@ Q74359A Gel in Rats. 

St&n and Species .i4ni&tfs.~er cage 
CD(Sprague-Dawky) rafs one 

AnimaI Sowce 
Chb River Bwdhg Labs,.inc. 
Shaver Road 
Bidg. PO1 
Portage, MI 4908 1 

Time held before study 
22 day6 

Avemge q~ zrt study start 
StOSWeeks 

Method of dose administration 
Bhznt dissection foUowed by tesr 
matcn’al impbmtatiou 

Test and Con&ml materials 
Dow Cotig@ 47-2 iS9A Gd 
Low density po&v&4en+disks 

z Date6 of impi~tatiioa 
October 3 I,1990 tbrougb 
November 13,1992 

E I - Y Dumtior~ of exposnre 
Life-time ( 104 weeks) 

29 * - 
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Group 1: sham COIitxd 

Group 2: 4 x 0.2 ml of gei CFl OOllgroulp 
Gmup 3: 4 x 0.9 ml df get 
&oup4:4X4.o~dEfel Group 5: 2 x 0.5 cm of PE . .,-. -. 

Group6:2x l.OomofPE ,- Gmup7:2x2.0cnIofPE . . ___ 

Fiml Necropsy 

Qgpan weights 
ad.wtd gland& bmin, kidne$, and liver - 
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Mathls and Methods of the Life-time Xmpkmt Study 
with Dow CbmiagQD Q7-359A Gel inRats. 

8dremigil8i& 
brain 
Cervix 
duodenum 

1arynX 
mammaygland 
ovary 
PC- 
pituitsryglaud 
spinal cord 
SC in@antsites 
urinary bladder 

bon3 marrow- 
fennui 
sternum 

. Clinical Pathology 

Hemetoiorzy 
hematocrit, hemoglobin, plate& COW& ;ed‘blooda couat, and total w~~~b~~od ceil count and 
dierex&l 

ahmine zttdmotronsferase, albu&n, afbqnin/globulin zati 
nitmgen, caldm chloride, creatinine, direct. b%rubii g 
ghcose, phosphomsl potassiur& sodium+ to&i biliiin, arxdtotal protein 

e, blood urea 
@obW 

bikubii blood, &co& ketones, micros&& e~a&&ion, ptr, protein, 
urobilinogea, and volume: ._ 
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Tabk 2 
Body Wei@xs &rams) of.$ilicme Gel Akmals -* 

All Afiimals 

Weeks l-15 Weeks N-30 . Weeh31-60 >WeekfB 
Rose Mean1:s.e. n Mean&u. n Mean& s.e. n MemzJzss,e. n * 

- 
Sham 243.0 f 2.3 100 .31&Z&3,9 _ .99 zI_.3@.2zk:s.4 99 B(j7.2 ztz 8.6 91 - , 
Low 241.9f; 1.9 100 310.2k3.3 99 IL’-378.5fS.S 99 453.6 h’8.9 9.2 
Mid 243.4 j: 2.0 100 312.5 f 3.4 100 . 3%7,Ozk55.6 100 469.2&8.7 94 
High t256.1 f 1.9 100 322.6 I 3.1 IOO -393.3 f 53 la.3 48X.6 h 8.2 97 

Amhnais without SST 

DQR? 
weeks 1-15 

Memis.c. n 
Week l&30 Wecb31-60 > Week 60 

Mean k’s.e, n -- Mean f se. n Meanrti3.e. ri 

.- 
Sham 
L&W 
Mid 
High 

243.0 f 2.3 100 
242.0 s: .1.9 98 
243.5 f 2.1 98 

t252.3k2.1 57 

316.2 f 3.9 
310.5 f 3.3 
312.5 ~3.4 
318.3 f 3.6 

99 389.2 f 5.4~ 99 467.2 f: 8.6 91 
97 97 453.6 f 8.2 90 378.9 dzS.6 
98 . 387.1 f 5.7 98 469.4rt 8.8 92 
57 386.$ t 6.3 57 466.1 f 10.2 ‘55 

weaIcs l-15 week5 x=30 _- Week31-60 ~Week60 . . Dose Mesnf s.e. n Meanrts.e. n _ Meanf 5.e. n M?anfs.e. n 
-_ 

sham 243.0f2.3 100 316.2f3.9 99 ..L 389.2 f 5.4 99 467.2k8.6 91 . 
LOW 2335fi2.1 2 296.9 f 13.4 2 360.6 f 15.8 2 4!M*o f 41.9 2 
Mid 239.2f 3.5 4i 312.4& f8.6 .2 383.6 ~J~330.1 2 461.2 + 61.6 2 
High t261.2f3.4 328.3 k,S.2 4025ka.9 43 . 43 sfp.ak 12.9 42 

’ statiatks fbr control group animals, alI of which were free of SST, arts included ftjr comgwxiso~. 

_- 

Female Sprague Daw 
iRlpIantatioxl procedure 
animals. Body weights 
week 7. An%& e&b 

wfrh three dose IeveIs of 

- animals. Peti& specific avelslhges 
ANOVA followed by Dtmsm’s mukipie COmpQFiSon pctxdm t pz20.05 relative to ,&&m comrot group 

;E - 
3 

XL..” -# 
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AllAllintais 

Dose 
Weeks l-15 

Mean&u. n 
Weeks ‘16-30 We&31-60 

Meanita n - Meanrks.c. n 
rWeek60 

Mean fs.e. n . 

- , Sham 243.0 f 2.3 100 336.2 t 3.9 99. ‘: 38&2rt5.4 99 447.2& 8.6. - 91 _. 
LOW 245.9 f2.0 100 . 3f6.6 zk3.5 100 392.1 k 6.0 too 463.1f9.3 92 
Mid 245.6 f 2.2 100 319.5 f $8 ioo 399.3 L 6.2 1Oa 4Q4.1s20.2 93 ’ 
l3igi.l 243.4 f 2.3 100 311.4~f 3.8 99 .” 38.7&6.7 99; 468.0 f 10.5 88 

Adds wkhouf SST 

weeks l-15 weeks 16-30 . Weeks31-60 >Week60 
Dose Mean*s.e. n Mean&s-e. n . Mea?& s,e. n Mean +s.e. n 

sham 243.0 f2.3 No 316.2i3.9 99 :; 989.2f5.4 99 467.2 f 8.6 91 

2; 245.3 246.2 f f2.0 2.6 99 81 320.0 316,8,&3.5 f 4.5 99 81 _. .39X$ 399.4 f6.1 f 7.2 99 81 463.9 493.3 z!L12.1 f 9.4 91 94 
Hiih 245.1 f 2.9 48 313.5 14.7 47 383.0 jt8.0 47 450.0 f 11.4 42 

Animals with SST 
i 

weeks 1-15 WC&s 16-30 weeks 31-60 >W&C 
Dose Mc2nfs.c. n Mean& s;e. n Mean& S.-c- n Mcanf s.e. n 

Sham 243.0 f 2.3 100 316.2 I 3-9 99 .-I 389.2 f5.4 99 467.2 f 8.6 91 
LOW 2a4.5 f 0.0 

1; 
296,~fO~O -... 1 ., 353.9 f 0.0 f 425.6 zkO.0 1 

Mid 246.9i:4.1 317.2 f 6.1 19 _. 399.2 f Lt.3 19 497.3 f 17.3 _ 19 
m@ 241.7 f 3.6 52 309.5 f 5.8 52 382.4 4 to.5 52’ 484.4 & 16.9 46 

’ statistics fox control group animais, all of which were free of SST, are if&&d fQf 

= 

Female Sprague Dawiey rats were imphnted sthumneousiy with three dose heIs pf $%v de, rsicy polyethylene. 
The implantation procedure was performed on sham con&-A anha& but no test material was $uroduc~ into the 
animals. Body weights were recorded on the day of surgery, two weeks after surgw, and ,t zrtefr!y begin&g on. 
week 7. Animals exhibiting SST welllc identified and a&y@xwere petiozmed with aad witbcmt data fhm these 
animals. Per&xi specific averalfes (I- 15 weeks, 16-U) weeks, 31-60 weeks, alnd >&I w&s) were evaluated by 
ANOVA followed by Dunnetc’s m&pie comparison procedure. Ii plo,as r&t&e to .&am cwxroI group 

33 __ 
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Table4 
Food Connungtion i(gmns/day) of Sime Gel ,+%nimits -. 

All Axnitnab 

Dose 
weeks l-15 

Memfs.e. n 

., 
W& l&30 * ‘We& 3160 > Week 60 

* Meanhs.e. n Mean f8.e. n 

‘L Sham 21.7 iz 0.2 x00 20.7 f 0.2 99 ,_?A0 f 0,2 89 24.5 f 0.3 91 . 
LOW 21 ,o ). 0,2 100 20.2 tk:*2 99 Yy22.3 f: 0.3 23.6 f 0.4 92 
Mid 21,3 f 0.2 100 2Q.4 k 0.2 x00 2 24.2f0.3 94 
H$3h 21.3 f 0.2 100 .20,360.2 100 -., 24.a f 0.3 96 

Dose 
s&&s I-15 We&i 16-B __. WeekS31-60 -. > Week 60 

Mean+ S.G. n Mean& s.e. n ..Wearizts.e. fit .Mcan zk s.e. n 

@am 21.7 f 0.2 100 20.7 f 0.2 99 .:: 23J3QO.2 24.S k 0.3 91 
LOW 21.0 f 0.2 98 20,3 kQ.2 97 -,L22.3 f0.3 97 23.6k 0.4 90 
Mid 21.3 zk 0.2 20.4 f0.2 98 -22.6rt:O*3 ‘98 24.2 f a.3 . -92 
Righ 21.1 f 0.3 20.2 tit.3 57 #.L22.1 Tko.3 $7 23.810.4 53 

Duse 
weeks 1-15 

Meanfs.e. n 
We&s 16-30 - : weeks31-60 >Week# 

Mean 1 s.e. n ’ -.,. Mean& we. p Mean k s.e. n 

Sham 21117f0.2 100 ~00,7*ooa 99. -. 23.0f0.2 99 24.5 f 0.3 
Law 19.4 f 0.8 2 18.OiU.5 - 2 20.O~wi 2 21..2& 1.0 
ii& . 20.4&0,6 21.7 f 0.3 43 2 20.6 20.6 f f Q-3 1.5 4; -IF 23.6f0.7 22.9 r40.4 43 3 24.9 2d.7fO.S It 1.7 

a statiseics fdr control group animals, all uf which were fret of ST, are in&de& fop txmprison, 

91 
2 

42 2 

34 c -pr 
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. . 

Al1 Anim& 

Dose 

10 
weeks l-15 W6ek.s i&30 >WeeIc 60 

Mean f s.e. n Meani: sic. A n Ma&s.e. n * 

. 

- 
- 

=t= 
I 
I 
1 

sham 21.7 f 0.2 100 20.7 f 0.2 99 ---23Xt f 0.2 99 24.5 5 0.3 91 
LOW 21.5 f 0.2 loo 20.6 k: 0.2 . . . .229fO.3 100‘ 24.t f a.4 92 t 
Mid 21.7 f 0.2 100 20.6 f 0.2 ;c$ 23.0 f 0.2 . 
Hi& 21.2 f a2 100 20.2 f0.2 99 x22.4 f 0.3 

100 24.6 fO.3 93 :. 
99 23.8h0.4 88 

Animals without SST 

Dose 
weeks k-15 

Meanzts.e. n 
Weeks 15-30 

Mean fs.e. n 
‘.- wbeks 31-60 

Mem fs.e. A 
> Week 60 

Mean fs.e. D 

m 21.7 f 0.2 100 20.7i0.2 99 .23.0 f 0.2 99 24.5 f 0.3 91 
Low 21.5 f 0.2 99 2OA f 0.2 99 _-. 22.9 ;fi 0.3 99 24.1+ 0.4 91 
Mid 21.8 f 0.2 20.7f 0.2 81 a3.0f0.3 81 _’ 24.7 i 0.4 74 
High 21.4 f 0.3 20.5 f 0.5 47 22.4f0.4 47 23.5 s 0.4 42 

Dose 
weeks 3-15 

Meanfs.e. n 
Weeks 1630 Zs W&31-60 >Week60 

Mesa f s-e, n Mean +s.e. R &an &s-e. n 

SEtIll 2f7f0.2 100 20.7 f 0.2 99 --,2?3.0 f0.2 99 . . 24.5 f 0.3 91 . 
Low 23.0 fO.O 1 21.8& 0.0 . 1 22.~;s:o.o Ii 22.8 SO.0 1 
Mid 21.1 k 0.4 

iii 
20.3 f 0.4 19 22.7 ~0.5 19 24.0 _ f0.7 19 . 

High 20.9 520.3 ao.0 f 0.3 52 22.4 f0.4 52 24.1 Lt: 0.7 46 

’ statistics for umtro! group animals, all of which were he of SST, are included for c@mpa@m. 

Female Sprague Dawley rats were implanted s&cutaneously with t$ree dose ie~@ls of ilow density polyethyhne. 
The h@antation procerhne was pedbmed on sham control ardmah’bvt no t&t mate&$ w& iutrodiieed into the 
animals. Food mmption was determined two weeks after s+rgery and biweelcly 
exhibiting SST were idwttified a,+ ana;fyses W&E performed with. a& &i&hut data fro& 

inp; ;On week 7. Animals 
ttiesc animals. Pe&cJ 

specific avetiges (I-15 weeks, X6-30 weeks, 31-60 weeks, and ->,60 we@cs) were eua&at@d by ANOVA followed 
by Dunnea’s multiple comparhon procxzciure- 9 p&.05 .relativc to sham controt grw 
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GROUP: sbao LGct MGCl HGct LPE I. MPE H Pi3 
NUMBEROFANPMltS: 100 iw 1w . loo 100 100 100 

CJJI-ORALWD I- 

COLON 

- DUODENUM 

ESOPHAGUS 

Ems 

FEMUR - BONE 

PE?duR - BONEMARROW 

.eGmAD 

FORHSTOMACH 
SQUAMOUS CELL PAPILLWA 

HARDERXAN GLAND 
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LmmR’xm 
LIPOSARCOMAORWOMA 1 (1) 
WB.CBLLCARt3NCWA ORADENCMA I (1) 

. 
L4RYNx tE.3 9-J 

37 
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CIROUP: 
NlJMBEROFAN~ 

Lad MGCJ HGcl 
lco - Ido I(10 

LPE *. 
100 

MPE 
100 

LUNOS YE% 
ALVEOLAbBRONClUOlYAR ADBNGMA 

LYMPH NODE, MAHDlBULAR IBX 

LYMPH NODE. MFDlASTtNAL #I% 

LYMPH NODB. OlWEk IBX 

Yii%&z- 
IEX 

W&#ADBNOMA 
wRom~oMA.MuLTlPLR 
ADENOCARCINOMA 

ADBNQCtARCtNOMA IN Fl8ROAIXMWA 
BENIGN EpmMuL TUMORSI 
MatmANTl?e~L~olts 

. MAL. AND BEN. EPIHRLTAL TUMORS’ 

OFTKNZRVE PBS 

OVARES PI% 
c+lwfmosA-mcA CL TUMOR, RON, 
GBANUt.GSA=SfIBCA CLTUMOR, MAL. 
-1GMA 
GRAS-T%CA CL -ItJbtOR, Ma% OR BEN. 

OWDUCTS IEX 

PANCRWG #Bx 

PANCRRAWC l!zLETs 9th 
CARCINOMA. 
ADENGMA - 
ADBNOWL MVLT 
ADBNOMAORADENOWk, EXULT. 
CARCINObfAORi%DENOMA 

PARATWYROID 
ADRNOMA. IJNUA~ 

FlTUlTARY 
ADENGMA 
ADENGMA. PARS ImERMEDrA 
CARclNoMA 
CARUNOMA OR ADENOMA*’ 

PEX 

SALIVAUY CiI.A?@ BE4 
ADRNocARclNoMA 

W 
0 03 
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ScuITlC NERVE 
SCXWANNOMA. MAL. 

SQUAMOUS C5f.L PAl’ILLfXd.4 

FOLL. CELLCARclNoMIL INILAT. 
- GCULADEti~ UNILAm 

cxEuAoENokIk5uAT%RAL 
C-CR.l. CAJtCJMXvL%, t@JJZ.ATw 
C.C!5U. .4D&NOhSA, UNJLAT. AN0 S&AT. ’ 
C-CELL CAXCINOMA oxAD5MoMA* 
POLL. c5utk’LcMohMoxAD~oMA 

0 (0) 
10 (lo) 

x g 
10 (10) 
12 If21 
0 m 

99 

98 

tl?o _ 100 

97 loo 
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DO2 
* ..“. 

Mentor Corporatian 
Cetfilld ~~~~-Fro~es~s 

VAGINA IEX 98 
ElBROlbUA 1 (1) 
SQUA?&WSCEWC Q (a) 

Lqend - Table 6, 
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1 
JI 
8 

1 
I 
8 

QROUR 8bmJl LCkl MGd H@i -LPR ..MPR BPE 
NtlblsER QPANlMALs: 10% 98 ‘-3% 57 99 81 48 

CUTOlUL GLiND 

COLON 

0u0mNutd 

J?5iGPnAGus 

EYES 

FEhWR -BONE 

FEMUR - BONE MARROW 

FOOTPAD 

PO-m 
SQVAMOUS CELL PAPlLLOMA 

HARDERIAU GLAiiD 

98 

i g 

1 (1% 

4 

SW) 

89 

I%% 

99 

99 

99 

17 

100 
1 11) 

100 

2 

a9 

_ 91 

98 
.r . 

98 ’ 

95 

.d. 

98 
0 im 

98 



10 t%) d .(%I 
98 298 

8d 87 

95 92 

96 ‘95 

9a *,9-r 

98 97 

93 -97 

%  97 

95 :__ 94 

3 I 96 

‘98 ..98 
. . 

Ltn: 
.a9 
0 0 

MDNHYS PEX 
lUBULARCELLADEN0MA 

LYHPB NODE. MANDIBULAR 

LYMPH NODE, MEDIASTINAL 
- 

LYMPH NOD& MESENZENC 

E LYMPH NODE, Mwpt 
;;: 

M A M M A R Y  Of&ND 

‘%  

AaENoMA 
FIBROADENOMA 
Fl l?RoAD%N0MA.M~ 
AElEWCARClNOMA 
mHNm OMA. MULTIPLE 
CARCfNOMA IN SlTU 



TRADE SECRET - CONFIDENTUL 

m It?&‘. 99 

PEx 99 

98 
0 
0 

98 

97 
2 

A 
1 
3 
97 
0 

97 
n 
0 
14 
86 

. -9 

-98 

r 

98 

98 
1) 
0 
6 

2” 
0 
0 

x 

: 

98 

.” 9x 

33 
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i 
‘I 
I 

&I 

GROUP: Sblii LGBI M Gel HGCI LET? ,.MPB NFE 
NUMBEROFANIMALS: LOD 9s 48 .J1 99 81 _ 46 _ 

MONONWGLEhR CELL L- 
GSWWLOCYIICLEUKEMIA 
ZyMpHaMANQs 
BIsnQcrrzcsARcOMA 

+ixYMIC LYMPHoMA 

?wRotD lib 
TQLL. CE&LADDWMA, W&AT. 
X&L. ~~~LCARCI~?OW'L,.~!M&AT. . C-CELL ASENOMA. tfNl&‘ERAI. 
c”cEuLm~w.3adTERAl, 
C-CELI.tXRClNQb4A,fiNlLAT. 
C.CX.L ASlENOMh UN&AT. &IDBiLAl’. 
C-CULWCINOMAGRADEN~A 
FQLL CPI. CARCJNOMA OR ,%tH%oMA 

TRAcE?sA UEX 

URrNARY 3LADDER XEX 

WTERUS IEX 
EN-- POLYP 
Etam-sraoh&hc.sARcop1u 
ADSNOCARUNOMA 
LRIOMYSARV 
ENDOIblImML SiRoM. FOLYF, MULT 
RBRt3MA 
ENDO. SFROM. SARCGMA OR POLYP ’ 
mm. SIROM. POLYP AND MULT. 

UTERX3ANDCERVlX 98 
ENDO. STROM. SARCCMA OR F-OLYP 5 m 

VAGINA tB.x Pa 
WROMA 
SQUAMOUS CELL CARCINMA :, 16” 

oTnER.nsswEs ANDLESIONS: 

ZYM3ALS GUND:CARC!lNOMA I (8 
ABD WAl3.z LIPOMA 
ABD WALL; WRDSARCOMA 3 zi 

. 
1 (0 0 (0) 
0 COJ...~ 0 .# 
0 LO) L.7’ 0 (0) 
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Legend - Table 9 

Logistic regrtssio~ 8nalysii WV the primary statistid method used ti assqs.les~ort in&ewe among treated and 
control groups. The li$e table ,tcrt y aj#ed tol provide an &mqwiate approach f~.a~~~~ the inci$ence of 
rapidly kthal lesions (t.g. solid stare tumors), In addition, the Fiier exact tesr.aod t&e Cwhran-mirage &rend test 
were utihed abhough thty sre @cfdges which do not adjust far htercuma mom&y. 
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9. The pratacal is amended to a higher we&t rangt to reflect the actual k&ht xange at ra@mization. 
The age of tk Winals has not changed 

Date: tom/90 

I 0. The pr&o~l iq amanded to ahig+y weight mnge to mflcct tfy3 act& vqeight range at ramiqization, 
The age of the km& Las not cbang%d. 

The seeend part ofthis ammdment is to change tbleg that the aaesthetic is ktjected into, from right 
to left, in sectian X4‘% uAdmikion of Test Sub$anc&‘. This is being dorie to match the ieg 
which will nsed in morjlbiuud or human% sacrifices and the final aeorops$. ‘T&is wit1 prevent the 
skeletai mu&d sample which is @&en, &rn the right kg aocording to the irecropsy SOP, from 
having any sw time or other e as a r%s&Lof an%&etic adminis@atian. 

Date: 1 o/30/90 

9z.S -Qr. 
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Table 17 

Graup/ 

Ez . 
SGcl 
3.Gd 
4-w 
SPE 
6-PE 
7-PE 

* Equivalent doses caic&&ed asstiming a mafun-body wei& in f&male rats of 409 grams and 
f&ale humans of SO Uiognuns. :. . 

During the Donduct of the sWy# preservation of tumor histology Will be a a@&zari~concecn. 
Therefore when then: is evidence tha$ a tumor ia becoming nicrotic or the tps~p’ is approximately 
t 0 cm in its hrgest dimension, the an’@%1 will be s%&fIced. Animals may asSo be sacrificed for 
hamane reasons d?rinS the conme of the study. 

.&&n~Wrr&~ of Test &&@wK &zr&ai,im&ntation wiq occur over n TV working day period. 
The order of surgery wiil be by age order, @I?@ wi&.eage 1 and pn>cee@g to c%ge 700. The 
work will be divided into %pproximeteiy 10 s&$&y ani+ days, though, WC variation in tile 
number of %&&impl%~ed in a givtqn day is ?cceptabie, Snrgeons will implant the nwc available 
animnl. without regard to the asrignecl treatment group. 

-K * 
14 
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Table 17 

Protocd Devi@ons. 

Prior to implan$ placmutnt or sham sugmy, aach a&ma1 &Ii ~.ane~~~d Mth 90 mgihg wy 
weight lcetetnhe H@&d 10 m&g bodjtweight xyiaziie, bo& ps.Ven&&am~uiar~y in the mwles 1 
of the left thigh. A bland ophtkhnio cftxhertt #iIt beapp+ to ths corneas p minimize drying. 
The dormi thorex and abdomen of e&t animal iaolipped flae ofh&nud s&t&bed @th a p&done 
iodine mb. A fmal applioatioa of a M&x&iii glticoi&e soItttion will be applied to the anima1 
when it is on the surg&y B&l. 

Slmufd it be necessary to repbxce an animal due to death or other un+ward h 
surggca1 period, this will be document& aud a replacerne~t animal will be 
na originally seiew during the mndordizetion procaas. This: replacement a&aI will be assigned 
the ear tag number of-the animal v&h it is rep&%~g. Attie &nd of the surgi+nl period. all 
remaining animals will be returned to th& Animal RescvurcGs De&$rnent. 

Surgicei staples will be removed et eny time Frem seven days after surgery (surgeru is day 1) up to 
qqxoximateIy fburken days Z&W inapktation. The sp&fio day wilt be ibcoidki in &be study 
recQrds. 

HrsroparlroloXr lirsmtifo~; AIi tissues,speoif~ by tbii protocoi .wifl be ex 
scopically for all animals. All tissues w@ be ~5%iiGty pmsess&, enbedded UI 
ami stained w&h hem&oxylin and eosin, Special staias en+Yor recuts aeci rew&s&eh~ocks \Gll be 
performed at the di&etion of the pattralagist 

Every reasonable effort will be made to identify collect and examine all t 
protocol. lit the course of study conduct, occtxsionai tissues may uot be 
wiil be documented. An opinion as to the adequacy of the tissues avaiiable for ev;vt luation, both in 
quantity and quality. w-i11 be addressed in writing hy the pathologist. 

Additimal Tissucx Tiiuesnor’$pecified by protocd may be e.xamined ami c~llectcxi to further 
define possible treatmtmt-tied effects at t&disc&on of the pathologist. 
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Tisstr& Prewvatiw: TEssues callecti far standa@ light microscopy will & presrtrvcd in 10% 
buffered formaiin in a ratio of ap~~a~~a~fy X0:1 fmalin to ds&ua. Onkc$ented, tif&ues will be 
gently swiried an + gyratory slxlkar ibr appkdmataly four hours to improvp fixation. 

Amendments to Prp~~oal: Any thn~ ia tie approvqd prorocot and the zea&o$ therefore will be 
documented, signed by the Stu$y Dir, dated, and maintained with the frigid haFd copy aftbe 
protolrot Alterations m&y Ise a&kx%ed verbally bj( tlk Rudy Dire&%, or $Uempte when the Study 
Director is not av&i&le in a ti~el~~~o~. This authotiqtivn is to be fotfdwed by in appropriate 
ford prottacd arnet&edt. A copyof thq change(s) &hall be givifa to the ~~a~i~ Assurance Unit. 
Change(s) which may have an impact upon the conditions of a&al E br ~~~~~t will be 
did with the. AWnding Vet&~& in advance, Sf possMe, sod 
of the change(s) for review. .I 

Date: 1118/!@ 

d by delivery of a copy 

12. The anhnals on this study ar8 being moved from mm 195 to room 1,94 a Way. This is 
b&g done w albw room 195 to qnd,qgo mainWance which h&d not be an&pa&l at the stsrt of the 
study. This movc’will be pemranenk No advert efEk& have oecur~I &as be paint problems 
which required the move, and no adverse ef&cts an3ntic&ated fbmz rhe nxw~. 

Dmx 3fi91 

13. This amendment to the protdcot is being dons to ~d,~~~ to I@ pm~l in Section 4 to bring 
the protocol into cpmplianca with Gurrenl Aaimal’We@re Act regulati&i:No change in actual 
study conduct is ihtanded or anticipated. 

Date: 3/28&l 

13. Reason: Changed lab orcganization (Study Director by.memo from J. 3. Ckwyj. 
Stvt$y Personr&: 

. Study Directvr 
- study Patlsologist 
Principal Investi$stor 
Investigator 
Alternate Study Director 

Data: L?i20/91 

C. Kiykkert 
Gaiy J. Slbest 
St&We A. H&&r 
Sharon Mudg& 
Lawrence Rnllr 

IS. The rcsponsifde department has bean changed frgp the Quaiity Assruance PI& to Sample Handling 
Unit 
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Table 17 

17, Reasrm To add to list of &urrwt inv&gators. 
S!u& Personnel: 
ApptovaI date: Mon. 29”Ott-90 _.^ - . 

Study Patblogist I&k Zimmer 
Frhcipal Investigator Sk&he A. Huiter 
lmstigar6r Sharon Mb?@& 
Alternate Study Director iqm2ce Ruhr 
Investigator Twsy Lassitter 
Investigator Steven Mabalphe 
rnvesvigatM Joan A. Bunehw 

Date: 6l2IP2 
* 18. itenww rnadvertently enrered tile wrong text 

Study Pemmei: 
Appmval dote: Mon. 29-Cbt-PO _ --- 

Study Path&gist 
Prh&pl Investigator 
Iwestigabar 
Alternate Study Dir 

+wtstigatw 
rnvesti#ator 
rnvestigator 

Date: iiD 

Mark Zimmer 
Ste@tntrs A. Xu$Tjr’ 
Shaqn.Mudgett 
Lawmce R&r 
Tmy tassirrer 
Steven Ma&pine 
Joan A. Bamskow 

19. ReaFon: Added addkianal ricerop~y days per section I f&I af protocol. 

Pmposedt 
- - Study stat-r date wed. 3 l-act-90 

Study compktion date Tue. 3 1 -Aug-93 . 

SucrQ?ce Qate: : 
Final sacrifice: Mon. 02-Nav-92 - No. ofdays: 5 
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Finiher .i-qfcorm~tky: T&I w@ing days are presentty scheduled for surgfxy and finak necrqsy. 
See section 11.&f for fiftther irifownation. . 

ii 

It 

Dste: 11/z/92 

20. &man: Added additional necropsy days per section 11.6. J of protocd. 

Pwpttsed Dares: 

Study srar& Date wed. 3 l-Ott-90 -* 
Study camp teticn date Tue, 3 1 -Aug-93 

Suert&9e Dote: 

Fimd sacrifice: Mom 09-Nov-92 No. taf days: 2 

Further lqfbrmtvtionn: Tea working r&s BIG present& ~heduled ibr surgttry a@d Finat necmpsy. See 
sectian 11.6.1 for f&her infannatirxn: 

Date: 11/9/92 .- 

21. Reasm To incorporate a peer rm+iew ofthis stiy. 

22, Michael Woalhiser is replacing S&f&e Nelson as’principfe investigator +Stefanie has star&d a 
new position elsewhere within the campany 

Date: 12/l/93 

23. Reasons Parson&4 ch&ge 
Shufy Personnel: 

&reval date: Mon. 29-act-90 

Stxtdy Director 
study fathoiq&t 
Principat Enva&g$x 
Investigator 
Alternate Study @ecbr 
Inveetig8tor 
Investigator 
IfWSig8Wf 

Paal, KIykken 
Mark Zhmef 
Mic&meI R Woblhiser 
Sl+ron actget 
L8wmce Ruhr *‘.’ 
Teny Lassitrer 
Steven Macaipine 
Stefanie A. Huntek-b 

25. Deviation to pmoc# Tempersruse and relative humidity QxotucoJ specifies tempcmture range of 68 
to 7YF, relative htimidity nnge of 30 to 70% oh the fobwing occasions these ranges deviated from 
these specification). 

A. Qn 2-20-95, r&tive humidity &?&eescd w as low as 22%,for approximately 7 hours due to a 
steam shut do4n in the btailding. . _ 
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Table 17 

ProtocoI DeWions 
. 

B . OR 2-21-g 1, r&&Q hutmdi& decrcascd- to 2 1% for approximtttely 3 haurs( due to a steam shut 
down in the b&ding, 

C. On 5-26-g 1, relative humidity increased to 82% for I hater duo $0 power OutBge cauted by severe 
weathercanditiotk 

D. On 6- 15-9 1, r&&Q hurGdi& incrcascd a, 72% for appn;uxtiate?y I h ,aad the tanpemm= 
increased t0 73°F for approximately 1 hour, due to an air handier shut down in tbs building, 

m 
- 

ii 

I 
f - 

B 
8 

II 

E. On 6-28-91, temp@qttnrQincrenred to 73*F for approximately I. hour d? to an air handler shut 
down in the bt$lding. 1- 

F. On 9-12-91, temperature decrea& to&ST fdi appt&mQtely 4 h0nrs. 

G. On 7-29-91, tcntpemrurc incmamd to 73*F for’lpproximatcy 2 hours, r&c to an air handler 
shutdown. 

H. On 10-13-92, mlative hutnidii dccmasad to 27% for appr&rnirtely 16f1~W!$ dw to a hoie in 
the pncnmatic actuator that opens the steam vaive. 

The deviations listed in this tablearc not exptited tc adversely impactcn ths integrity of 
tbo study. 

26. The protocol is amended to delete protoc01 amchdment f&10 fkom the protor;ctl amendments. The 
amendment cont&ed an error that did not apply to the study. 

Date: S/14&3 

27. The prot0col is amen&d to a higlrer tight rauge to reflect the actual vQi 
refmted toin prot0col amendment I. 

at randomization 

Date: S/14/98 a. 

28. Tbe protocol is a@nded ta revisQ tba prcposcd study completien date fronm $I3 U93 to 6/15/98. 

Date: S/14/98 

29. The protocol is amend& to nflcct that the HES Test Article Arch&s are now responsible for the 
storage ofthe reseive sampb test and,coatrot articies. 

30. Section of &wtocoZ DeviatedFro~~x 113: Serum Che@stry Functions 
Deviation.- Due to limitaticns of equjpmcnt us$d in thQ amdysis oftotal bib&birr and direct 

biiirubin, derived cilicufations far indirect bifirubin wlili‘not &qcar in the summary 
k3bles.’ 

Reason fop L)oviaGm: A previous dw@tion statid that this data ~ct&j berep~Qd, however due to 
insMficient sensitivity ofW instruiii&&&n used to analyze the paratnQters for total 
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